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AB BACKGROUND: Alzheimer's disease (AD) is the commonest cause of dementia 
affecting older people. One of the therapeutic strategies aimed at 
ameliorating the clinical manifestations of Alzheimer's disease is to 
enhance cholinergic neurotransmission in relevant parts of the brain by 
the use of cholinesterase inhibitors to delay the breakdown of 
acetylcholine released into synaptic clefts. Tacrine, the first 
of the cholinesterase inhibitors to undergo extensive trials for this 
purpose, was associated with significant adverse effects including 
hepatotoxicity . Other cholinesterase inhibitors, including 
rivastigmine, with superior properties in terms of specificity of 
action and low risk of adverse effects, have now been introduced. 
Rivastigmine has received approval for use in 60 countries 
including all member states of the European Union and the USA. 
OBJECTIVES: To determine the clinical efficacy and safety of 
rivastigmine for patients with dementia of Alzheimer's type. 
SEARCH STRATEGY: The Specialized Register of the Cochrane Dementia and 
Cognitive Improvement Group (CDCIG) , The Cochrane Library, MEDLINE, 
EMBASE, PsycINFO, CINAHL and LILACS were searched on 27 March 2008 using 
the terms: Rivastigmine OR exelon OR ENA OR "SDZ ENA 713" . The 
CDCIG Specialized Register contains records from all major health care 
databases (The Cochrane Library, MEDLINE, EMBASE, PsycINFO, CINAHL, 
LILACS) as well as from many clinical trials registries and grey 
literature sources. SELECTION CRITERIA: All unconf ounded, double-blind, 
randomized trials in which treatment with rivastigmine was 
administered to patients with dementia of the Alzheimer's type for more 
than two weeks and its effects compared with those of placebo in a 
parallel group of patients. DATA COLLECTION AND ANALYSIS: One reviewer 
(JSB) applied study selection criteria, assessed the quality of studies 
and extracted data. MAIN RESULTS: Nine trials, involving 4775 
participants, were included in the analyses. Use of rivastigmine 
in high doses was associated with statistically significant benefits on 
several measures. High-dose rivastigmine (6 to 12 mg daily) was 
associated with a two-point improvement in cognitive function on the 
ADAS-Cog score compared with placebo (weighted mean difference -1.99, 95% 
confidence interval -2.49 to -1.50, on an intention-to-treat basis) and a 
2.2 point improvement in activities of daily living assessed on the 



Progressive Deterioration Scale (weighted mean difference -2.15, 95% 
confidence interval -3.16 to -1.13, on an intention-to-treat basis) at 26 
weeks. At lower doses (4 mg daily or lower) differences were in the same 
direction but were statistically significant only for cognitive function. 
There were statistically significantly higher numbers of events of nausea, 
vomiting, diarrhoea, anorexia, headache, syncope, abdominal pain and 
dizziness among patients taking high-dose rivastigmine than 
among those taking placebo. There was some evidence that adverse events 
might be less common with more frequent, smaller doses of 
rivastigmine. The 2008 update includes a new study testing two 
types of rivastigmine transdermal patch, one delivering a higher 
dose than previously tested (17.4 mg/day) and a smaller patch delivering 
9.6 mg/day. The efficacy of the smaller patch was not significantly 
different compared with the capsules of similar daily dose, but was 
associated with significantly fewer adverse events of nausea, vomiting, 
dizziness and asthenia. The efficacy of the larger patch was not 
significantly different compared with the smaller patch, but the smaller 
patch was associated with significantly fewer adverse events of nausea, 
vomiting, weight loss and dizziness. There appears to be advantages 
associated with the smaller patch compared with both the higher dose patch 
and the 6-12 mg/day capsules. AUTHORS' CONCLUSIONS: Rivastigmine 
appears to be beneficial for people with mild to moderate Alzheimer's 
disease. In comparisons with placebo, improvements were seen in the rate 
of decline of cognitive function, activities of daily living, and severity 
of dementia with daily doses of 6 to 12 mg. Adverse events were 
consistent with the cholinergic actions of the drug. A transdermal patch 
has been tested in one trial, and there is evidence that the lower dose 
smaller patch is associated with fewer side effects than the capsules or 
the higher dose larger patch and has comparable efficacy to both. This 
review has not examined economic data. 
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AB Background: Alzheimer's disease (AD) is the commonest cause of dementia 
affecting older people. One of the therapeutic strategies aimed at 
ameliorating the clinical manifestations of Alzheimer's disease is to 
enhance cholinergic neurotransmission in relevant parts of the brain by 
the use of cholinesterase inhibitors to delay the breakdown of 
acetylcholine released into synaptic clefts. Tacrine, the first 
of the cholinesterase inhibitors to undergo extensive trials for this 
purpose, was associated with significant adverse effects including 
hepatotoxicity . Other cholinesterase inhibitors, including 
rivastigmine, with superior properties in terms of specificity of 
action and low risk of adverse effects, have now been introduced. 
Rivastigmine has received approval for use in 60 countries 
including all member states of the European Union and the USA. 
Objectives: To determine the clinical efficacy and safety of 
rivastigmine for patients with dementia of Alzheimer's type. 
Search strategy: The Specialized Register of the Cochrane Dementia and 
Cognitive Improvement Group (CDCIG) , The Cochrane Library, MEDLINE, EMBASE, 
PsycINFO, CINAHL and LILACS were searched on 27 March 2008 using the 
terms: Rivastigmine OR exelon OR ENA OR "SDZ ENA 713" . The 
CDCIG Specialized Register contains records from all major health care 
databases (The Cochrane Library, MEDLINE, EMBASE, PsycINFO, CINAHL, 
LILACS) as well as from many clinical trials registries and grey 
literature sources. Selection criteria: All unconf ounded, double-blind, 
randomized trials in which treatment with rivastigmine was 
administered to patients with dementia of the Alzheimer's type for more 
than two weeks and its effects compared with those of placebo in a 
parallel group of patients. Data collection and analysis: One reviewer 
(JSB) applied study selection criteria, assessed the quality of studies 
and extracted data. Main results: Nine trials, involving 4775 
participants, were included in the analyses. Use of rivastigmine 
in high doses was associated with statistically significant benefits on 
several measures. High-dose rivastigmine (6 to 12 mg daily) was 
associated with a two-point improvement in cognitive function on the 
ADAS-Cog score compared with placebo (weighted mean difference -1.99, 95% 
confidence interval -2.49 to -1.50, on an intention-to-treat basis) and a 
2.2 point improvement in activities of daily living assessed on the 
Progressive Deterioration Scale (weighted mean difference -2.15, 95% 
confidence interval -3.16 to -1.13, on an intention-to-treat basis) at 26 
weeks. At lower doses (4 mg daily or lower) differences were in the same 
direction but were statistically significant only for cognitive function. 
There were statistically significantly higher numbers of events of nausea, 
vomiting, diarrhoea, anorexia, headache, syncope, abdominal pain and 
dizziness among patients taking high-dose rivastigmine than 
among those taking placebo. There was some evidence that adverse 
eventsmight be less common withmore frequent, smaller doses of 
rivastigmine. The 2008 update includes a new study testing two 
types of rivastigmine transdermal patch, one delivering a higher 
dose than previously tested (17.4 mg/day) and a smaller patch delivering 
9.6 mg/day. The efficacy of the smaller patch was not significantly 
different compared with the capsules of similar daily dose, but was 
associated with significantly fewer adverse events of nausea, vomiting, 
dizziness and asthenia. The efficacy of the larger patch was not 
significantly different compared with the smaller patch, but the smaller 
patch was associated with significantly fewer adverse events of nausea, 
vomiting, weight loss and dizziness. There appears to be advantages 
associated with the smaller patch compared with both the higher dose patch 
and the 6-12 mg/day capsules. Authors' conclusions: Rivastigmine 
appears to be beneficial for people with mild tomoderate Alzheimer's 
disease. In comparisons with placebo, improvements were seen in the rate 



of decline of cognitive function, activities of daily living, and severity 
of dementia with daily doses of 6 to 12 mg. Adverse events were 
consistent with the cholinergic actions of the drug. A transdermal patch 
has been tested in one trial, and there is evidence that the lower dose 
smaller patch is associated with fewer side effects than the capsules or 
the higher dose larger patch and has comparable efficacy to both. This 
review has not examined economic data. Copyright .COPYRGT. 2009 The 
Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 
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A nanoparticulate drug-delivery syst 
rivastigmine : physico-chemical and in vitro 
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Dipartimento di Chimica e Tecnologie Farmaceutiche, 
Universita degli Studi di Palermo, via Archirafi, 32- 
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Journal; Article 
MEDLINE 
English 

Entered STN: Mar 2010 
Last Updated on STN: Mar 2010 
The preparation and characterization of surf ace-PEGylated polymeric 
nanoparticles are described. These systems were obtained by UV 
irradiation of PHM and PHM-PEG (2000) as an inverse microemulsion, u: 
aqueous solution of the PHM/PHM-PEG (2000) copolymer mixture as the 
internal phase and triacetin saturated with water as the external pha 
and characterized by dimensional analysis, zeta-potential measurement 
XPS. in vitro biological tests demonstrated their cell compatibility 
their ability to escape from phagocytosis. Rivastigmine was 
encapsulated into the nanoparticle structure and drug-release profiles 
from loaded samples were investigated in PBS at pH = 7.4 and human plasma. 
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VRX-03011, a novel 5-HT4 agonist, enhances memory and 
hippocampal acetylcholine efflux. 
Mohler Eric G; Shacham Sharon; Noiman Sil- 
Frank; Robert Sylvain; Gastineau Monique; 
Marantz Yael; Dumuis Aline; Bockaert Joel 
Ragozzino Michael E 

Department of Psychology, University of Illinois at 
Chicago, Chicago, IL 60607, USA. 

Neuropharmacology, (2007 Sep) Vol. 53, No. 4, pp. 563-73. 
Electronic Publication: 2007-06-30. 

Journal code: 0236217. ISSN: 0028-3908. L-ISSN: 0028-3908. 
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Journal; Article; (JOURNAL ARTICLE) 
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English 
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Last Updated on STN: 21 Dec 2007 
Entered Medline: 20 Dec 2007 

AB Recent evidence suggests that 5-hydroxytryptamine (5-HT)(4) receptor 

activity enhances cognition and provides neuroprotection. Here we report 
the effects of VRX-03011, a novel partial 5-HT(4) agonist, that is both 
potent (K(i) approximately 30 nM) and highly selective (K(i) > 5 microM 
for all other 5-HT receptors tested) . In separate experiments, rats 
received VRX-03011 (0.1-10 mg/kg i.p.) 30 min prior to spontaneous 
alternation testing in a no-delay or a 30-s delay condition. VRX-03011 
(1, 5 and 10 mg/kg, but not 0.1 mg/kg) significantly enhanced delayed 
spontaneous alternation performance while none of the doses enhanced 
performance in the no-delay test. VRX-03011 (1 and 5 mg/kg) concomitantly 
enhanced hippocampal acetylcholine output and delayed 

spontaneous alternation scores compared to that of vehicle controls, but 
had no effect on hippocampal acetylcholine release under a 
resting condition. Moreover, suboptimal doses of VRX-03011 and the 
acetylcholinesterase inhibitor galanthamine combined to enhance 
memory. VRX-03011 also regulated amyloid precursor protein (APP) 
metabolism by inducing a concentration-dependent increase in the 
non-amyloidogenic soluble form of APP (sAPPalpha) with an EC (50) 
approximately 1 — 10 nM. VRX-03011 had no effect on contractile properties 
in guinea pig ileum or colon preparations with an EC (50) > 10 microM and 
did not alter rat intestinal transit at doses up to 10 mg/kg. These 
findings suggest that VRX-03011 may represent a novel treatment for 
Alzheimer's disease that reduces cognitive impairments and provides 
neuroprotection without gastrointestinal side effects. 
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AB Apathy is a common problem observed in numerous neurologic, psychiatric, 
and other medical conditions. It is independent from other symptoms and 
has been associated with a variety of negative outcomes. However, little 
empirical research has been conducted on potential psychologic or 
pharmacologic treatments for apathy. The impact of several different 
medications has been investigated, but very few reports have used 
well-controlled study designs. At present, agents that potentiate 
dopamine release and/or delay dopamine reuptake in the 

central nervous system appear promising for use in apathy. Among these, 
atypical antipsychotics and methylphenidate have received the greatest 
attention, and both have been demonstrated to reduce apathy in several 



patient populations. These findings appear consistent with evidence 
supporting a role for f rontal-subcortical circuitry abnormality in the 
etiology of apathy. Another class of medication that has been the subject 
of a larger number of investigations is the acetylcholinesterase 
inhibitors. These have been reported to reduce apathy in patients with 
dementia and individuals with traumatic brain injury. Several psychologic 
interventions have been assessed, largely in geriatric populations, but 
most have been the subject of only one or a very small number of studies. 
With this caveat, interventions that have shown promise include 
participation in discussion groups and cognitive stimulation. Despite 
some promising findings, further large-scale, well-controlled clinical 
trials of potentially helpful pharmacologic and psychologic interventions 
for apathy are essential before any firm recommendations can be made. In 
the interim, careful evaluation of possible psychosocial and biological 
contributors to apathy in any given patient is suggested, with treatment 
planning based accordingly. Copyright .COPYRGT. 2007 by Current Medicine 
Group LLC. 
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AB BACKGROUND: Alzheimer's disease (AD) is the commonest cause of dementia 
affecting older people. One of the therapeutic strategies aimed at 
ameliorating the clinical manifestations of Alzheimer's disease is to 
enhance cholinergic neurotransmission in relevant parts of the brain by 
the use of cholinesterase inhibitors to delay the breakdown of 
acetylcholine released into synaptic clefts. Tacrine, the first 
of the cholinesterase inhibitors to undergo extensive trials for this 
purpose, was associated with significant adverse effects including 
hepatotoxicity . Several other cholinesterase inhibitors, including 
rivastigmine, with superior properties in terms of specificity of 
action and low risk of adverse effects, have now been introduced. 
Rivastigmine has received approval for use in 60 countries 
including all member States of the European Union and the USA. 
OBJECTIVES: To determine the clinical efficacy and safety of 
rivastigmine for patients with dementia of Alzheimer's type. 
SEARCH STRATEGY: The Cochrane Controlled Trials Register (April 2000) the 
Cochrane Dementia and Cognitive Improvement Group Register of Clinical 
Trials (July 2000), other electronic databases and other sources of 
reports were searched. SELECTION CRITERIA: All unconf ounded, 
double-blind, randomized trials in which treatment with 
rivastigmine was administered to patients with dementia of the 
Alzheimer's type for more than two weeks and its effects compared with 
those of placebo in a parallel group of patients. DATA COLLECTION AND 



ANALYSIS: One reviewer (JSB) applied study selection criteria, assessed 
the quality of studies and extracted data. MAIN RESULTS: Seven trials, 
involving 3370 participants, were included. Use of rivastigmine 
in high doses was associated with statistically significant benefits on 
several measures. High-dose rivastigmine (6 to 12 mg daily) was 
associated with a 2.1 point improvement in cognitive function on the 
ADAS-Cog score compared with placebo (weighted mean difference -2.09, 95% 
confidence interval -2.65 to -1.54, on an intention-to-treat basis) and a 
2.2 point improvment in activities of daily living assessed on the 
Progressive Deterioration Scale (weighted mean difference -2.15, 95% 
confidence interval -3.16 to -1.13, on an intention-to-treat basis) at 26 
weeks. Fewer patients were graded as having severe dementia at 26 weeks 
(55% of patients taking rivastigmine compared with 59% on 

placebo; odds ratio 0.78, 95% confidence interval 0.64 to 0.94). At lower 
doses (4 mg daily or lower) differences were in the same direction but 
were statistically significant only for cognitive function. There were 
statistically significantly higher numbers of events of nausea, vomiting, 
diarrhoea, anorexia, headache, syncope, abdominal pain and dizziness among 
patients taking high-dose rivastigmine than among those taking 
placebo. There was some evidence that adverse events might be less common 
with more frequent, smaller doses of rivastigmine. REVIEWER'S 
CONCLUSIONS: Rivastigmine appears to be beneficial for people 
with mild to moderate Alzheimer's disease. In comparisons with placebo, 
improvements were seen in cognitive function, activities of daily living, 
and severity of dementia with daily doses of 6 to 12 mg. Adverse events 
were consistent with the cholinergic actions of the drug. Further resarch 
is desirable on dosage (frequency and quanitity) in a search for ways to 
minimize adverse effects. This review has not examined economic data. 
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Further studies on Nivalin P-induced changes in muscle 
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PRIORITY APPLN. INFO.: EP 2008-8779 A 20080509 

AB The invention relates to a pharmaceutical for the oral administration of 
the active ingredient galanthamine, comprising pellets and at 
least one tablet, wherein the pellets comprise an inert core and at least 
a coating comprising the active ingredient that releases the active 
ingredient in an extended manner and the tablet quickly releases the 
active ingredient. Thus a delayed-release pellet 

contained (mg) : galanthamine hydrobromide 7.8; triethylcellulose 
6.1; Aquacoat ECD 33; Cellets 500 37.5. An instant-release tablet 
included (mg) : galanthamine hydrobromide 2.6; Avicel PH 102 
11.4; Tablettose 80 15.4; Kollidone VA 64 1.6; Explotab 1.3; magnesium 
stearate 0.3. One pellet and one tablet were encapsulated in a hard 
gelatin capsule; dissoln. of the drug was tested. 
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AB The invention relates to a pharmaceutical for the oral administration of 
the active ingredient galanthamine, comprising pellets and at 
least one tablet, wherein the pellets comprise an inert core and at least 
a coating comprising the active ingredient that releases the active 
ingredient in an extended manner and the tablet quickly releases the 
active ingredient. Thus a delayed-release pellet 

contained (mg) : galanthamine hydrobromide 7.8; triethylcellulose 
6.1; Aquacoat ECD 33; Cellets 500 37.5. An instant-release tablet 
included (mg) : galanthamine hydrobromide 2.6; Avicel PH 102 
11.4; Tablettose 80 15.4; Kollidone VA 64 1.6; Explotab 1.3; magnesium 
stearate 0.3. One pellet and one tablet were encapsulated in a hard 
gelatin capsule; dissoln. of the drug was tested. 
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AB A modified release dosage product is provided, comprising a plurality of 

minicapsules or minispheres containing various active agents, for example, a 

calcium channel blocker, such as nimodipine, and/or a calcineurin 

inhibitor, such as tacrolimus. Uncoated minicapsules or minispheres 

encapsulating micronized nimodipine for immediate release and a 

controlled release polymer coated minicapsule or minisphere 

encapsulating micronized nimodipine for delayed, sustained, 

controlled or targeted release are described. Uncoated seamless 

minicapsules, the core of which comprise tacrolimus lipid-based 

formulation for immediate release and a controlled 

release polymer coated seamless minicapsule, the core of which 

comprises tacrolimus lipid-based formulation for delayed, 

sustained, controlled release or targeted release are 

also described. The final dosage form may be a hard gelatin capsule. 
Thus, nimodipine multiparticulate seamless minicapsules were produced 
containing nimodipine 37.5%, gelatin 56.3% and sorbitol 6.3%, and some of the 
minicapsules were coated with Surelease. Tacrolimus minicapsules were 
also produced comprising a core containing tacrolimus 3.25%, Labrafil 36.4%, 
olive oil 47.65%, and ethanol 12.7%, and a shell containing gelatin 90.0% and 
sorbitol 10.0%, and some of the minicapsules were first coated with 
Eudragit RS30D followed by Eudragit FS30D. The uncoated and coated 
nimodipine minicapsules and uncoated and coated tacrolimus minicapsules 
were blended into the final dosage form. 
OS. CITING REF COUNT: 1 THERE ARE 1 CAPLUS RECORDS THAT CITE THIS RECORD 

(1 CITINGS) 



L6 ANSWER 4 OF 11 CAPLUS COPYRIGHT 2010 ACS on STN 
ACCESSION NUMBER: 2008:973968 CAPLUS 

DOCUMENT NUMBER: 149:267763 

TITLE: Carbamate compounds that inhibit cholinesterase and 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



their preparation and use in the treatment of diseases 
Rupniak, Nadia M. J.; White, James F.; Shiosaki, 
Kazumi; Leander, J. David; Du, Shoucheng; Coughlin, 
Daniel J. 

Colucid Pharmaceuticals, Inc., USA 

PCT Int. Appl., 12 0 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2008097546 




A2 




20080814 




WO 


2008- 


-US1516 




20080204 


wo 


2008097546 




A3 




20090115 


















W: AE, 


AG, 


AL, 


AM, 


AO, 


AT, 


AU, 


AZ, 


BA 


, BB, 


BG, 


BH, 


BR, 


BW, BY, BZ, 




CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK 


, DM, 


DO, 


DZ, 


EC, 


EE, EG, ES, 




FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR 


, HU, 


ID, 


IL, 


IN, 


IS, JP, KE, 




KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK 


, LR, 


LS, 


LT, 


LU, 


LY, MA, MD, 




ME, 


MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA 


, NG, 


NI, 


NO, 


NZ, 


OM, PG, PH, 




PL, 


PT, 


RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, SK, 


SL, 


SM, 


SV, 


SY, TJ, TM, 




TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, VN, 


ZA, 


ZM, 


zw 






RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE 


, ES, 


FI, 


FR, 


GB, 


GR, HR, HU, 




IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


NL 


, NO, 


PL, 


PT, 


RO, 


SE, SI, SK, 




TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN 


, GQ, 


GW, 


ML, 


MR, 


NE, SN, TD, 




TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA 


, SD, 


SL, 


SZ, 


TZ, 


UG, ZM, ZW, 




AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


, AP, 


EA, 


EP, 


OA 




AU 


2008214380 




Al 




20080814 




AU 


2008- 


■214380 




20080204 


AU 


2008214380 




A2 




20090924 
















CA 


2677241 






Al 




20080814 




CA 


2008- 


■2677241 




20080204 


US 


20080261950 




Al 




20081023 




US 


2008- 


■12636 




20080204 


EP 


2125709 






A2 




20091202 




EP 


2008- 


■725187 




20080204 




R: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE 


, ES, 


FI, 


FR, 


GB, 


GR, HR, HU, 




IE, 


IS, 


IT, 


LI, 


LT, 


LU, 


LV, 


MC, 


MT 


, NL, 


NO, 


PL, 


PT, 


RO, SE, SI, 




SK, 


TR 


























JP 


2010518010 




T 




20100527 




JP 


2009- 


■548336 




20080204 


MX 


2009008288 




A 




20091201 




MX 


2009- 


■8288 






20090803 


IN 


2009KN03035 




A 




20100820 




IN 


2009- 


■KN3 035 




20090826 


CN 


101631770 




A 




20100120 




CN 


2008- 


■80007756 




20090909 



PRIORITY APPLN. INFO.: US 2007-899111P P 20070202 

US 2007-959901P P 20070716 

WO 2008-US1516 W 20080204 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

OTHER SOURCE(S): MARPAT 149:267763 

GI 



AB Compds . of formula I and II that inhibit cholinesterase activity and, upon 
hydrolysis release a pharmacol. active agent. The pharmacol. active agent 
obtained by hydrolysis of the carbamate compound can treat, for example, a 
nervous system condition, cholinergic deficiency and condition or diseases 
associated with a deficiency in a pharmacol. active agent, such as 
acetylcholine. Compds. of formula I and II wherein Q is substituted amino 
group; R3 , R4 and R5 are independently unsubstituted alkyl and H; and 
their pharmaceutically acceptable salts thereof, are claimed. Example 
compound III was prepared by carbonylation of 

( S ) -N, N-dimethyl-1- ( 3-hydroxyphenyl ) ethylamine followed by amidation with 
desipramine. All the invention compds. were evaluated for their 
cholinesterase inhibitory activity. From the assay, it was determined that 
compound III exhibited IC50 value of 0.2 nM. 
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AB Recent evidence suggests that 5-hydroxytryptamine (5-HT)4 receptor 

activity enhances cognition and provides neuroprotection. Here we report 
the effects of VRX-03011, a novel partial 5-HT4 agonist, that is both 
potent (Ki .apprx. 30 nM) and highly selective (Ki > 5 |uM for all other 
5-HT receptors tested). In sep. expts., rats received VRX-03011 (0.1-10 
mg/kg i.p.) 30 min prior to spontaneous alternation testing in a no-delay 
or a 30-s delay condition. VRX-03011 (1, 5 and 10 mg/kg, but not 0.1 
mg/kg) significantly enhanced delayed spontaneous alternation performance 



while none of the doses enhanced performance in the no-delay test. 
VRX-03011 (1 and 5 mg/kg) concomitantly enhanced hippocampal acetylcholine 
output and delayed spontaneous alternation scores compared to 
that of vehicle controls, but had no effect on hippocampal acetylcholine 
release under a resting condition. Moreover, suboptimal doses of 
VRX-03011 and the acetylcholinesterase inhibitor galanthamine 
combined to enhance memory. VRX-03011 also regulated amyloid precursor 
protein (APP) metabolism by inducing a concentration-dependent increase in the 
non-amyloidogenic soluble form of APP (sAPPa) with an EC50 .apprx. 1-10 
nM. VRX-03011 had no effect on contractile properties in guinea pig ileum 
or colon prepns. with an EC50 > 10 |uM and did not alter rat intestinal 
transit at doses up to 10 mg/kg. These findings suggest that VRX-03011 
may represent a novel treatment for Alzheimer's disease that reduces 
cognitive impairments and provides neuroprotection without 
gastrointestinal side effects. 
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AB Pharmaceutical compns. are provided for the pharmacol. treatment of 

breathing disorders and, more specifically, to compns. containing agents 
having serotonin receptor modulating activity for the alleviation of sleep 
apnea (central and obstructive) and other sleep-related breathing 
disorders wherein the active ingredients are released such as to extend 
effective blood plasma concns. across the period of sleep. For example, 
ondansetron immediate release tablets were prepared containing ondansetron ] 
dihydrate 9.98 mg, lactose 29.14 mg, Prosolv 50 29.14 mg, Ac-Di-Sol 3.75 
mg, SDS 1.5 mg, Aerosil 0.75 mg, and Mg stearate 0.75 mg . Ondansetron 
immediate release tablets were then coated with Eudragit 
L100/S100 blend to obtain delayed release tablets. 
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cholinergic drug or a combination of two of these drugs. The drug is 
embedded in polymeric matrix layers; the film can be mucus-adhesive or not 
adhering to the mucus. Controlled-release formulations are prepared The 
buccal delivery systems is used to treat Alzheimer's disease, the abuse of 
ale. and drugs, as antidote for neuroleptic anesthesia, and nervous system 
drug . 
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The application discloses novel pharmaceutical formulations adapted for 
delaying the release of a pharmaceutically active agent. 
A delayed-release drug formulation encapsulates the 

drug, which may be applied to microparticles or in tableted form, in a 
release-delaying coat comprising polymeric materials of 

predetd. swelling/permeability characteristics. In particular, acrylate 

and/or acrylic acid polymer blends modified with ionic groups may be used. 

One preferred embodiment uses a polymer of pH dependent permeability as a 

more permeable element of the coat. The delayed-release 

formulations are deployed in a single dosage form together with instant 

release or sustained release formulations, so that a 

unit dosage form, preferably an oral dosage form, can effectively 

administer 2 doses to a patient at different times. Thus, sustained 



release minitablets were formulated and encapsulated into hard gelatin 
capsules by using rivastigmine HTA 4.8, Methocel K100LV 14.0, 
Avicel PH101 15.3, Aerosil-200 0.5, and Mg stearate 0.4 mg/capsule. 
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AB A two pulse gastrointestinal delivery system is provided. The system 

comprises a desired agent in combination with a swellable core material, 
the core being surrounded by an inner coat of a water-insol . or relatively 
water-insol . coating material in which particulate water-insol. material 
is embedded. The inner coat is addnl. surrounded by an outer coat that 
contains addnl. amts. of the desired agent. When the delivery device 
enters the gastrointestinal tract, the outer coat releases the desired 
agent contained therein and disintegrates, exposing the inner coat. The 
particulate matter in the inner coat takes up liquid, thus forming channels 
interconnecting the drug-containing core with the outside of the delivery 
device. Through these channels liquid enters the core which then swells to 
the point at which the inner coat is broken. When the integrity of the 
inner coat is destroyed, the core then disintegrates, immediately 



releasing all or most of the drug at a specific site. By controlling 
parameters in the device, such as the core material, carrier material in 
the coating, and particulate matter, the location of release of both 
pulses of the drug can be carefully controlled. The invention is also 
directed to a method of using the device for the treatment of disease by 
the release of drugs in the gastrointestinal tract in a location- and 
time-dependent manner. A tablet core was prepared from Ca pectinate 59, 
Emcocel 20, crosslinked PVP 10, Na diclofenac 10, and Mg stearate 1%. 
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reating or preventing the restless legs syndrome and/or the 
periodic limb movements during sleep comprises administration of a choline 
esterase inhibitor (CEI) and, optionally, carbamazepine, clonidine, 
baclofen, hypnotic agent, opioid agonist, and dopaminergic agonist. 
Administration precedes the onset of sleep at night by from zero to three 
hours so as to make the CEI exert a therapeutic effect during a major 
portion of the sleep period. Also disclosed are corresponding 
pharmaceutical compns. and their use, including compns. comprising a 
combination of CEI with carbamazepine, clonidine, baclofen, hypnotic 
agent, opioid agonist, and dopaminergic agonist. 
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AB Nivalin P, composed of Nivalin (galanthamine hydrobromide ) and 

Pimadin ( 4-aminopyr idine hydrochloride), was applied extracellularly to 
isolated skeletal muscle fibers during prolonged activity (fatiguing) to 
better understand the effects of the drug on membrane ionic processes. 
Changes in intracellular action potential (ICAP) and twitch (Tw) 
parameters were monitored from treated and untreated fibers during 
uninterrupted activity (endurance time, ET) produced by repetitive 
stimulation every 200 ms for 3 min. Nivalin P-induced a shortening of the 
ET, drastic changes in repolarization of the ICAP corresponding to changes 
in neg. after-potential and falling area and an initial increase of the Tw 
amplitude and duration. These results suggest that Nivalin P: (i) 
inhibits the Na+,K+-pump due to nonspecific reduction of Na+ influx, 
stimulates the Na+-Ca2+ exchanger and inhibits K+ conductance: (ii) 
increases Ca2+ release and delays Ca2+ uptake under 

sufficient depolarization. It was concluded that fatigue develops faster 
in the presence of Nivalin P. 
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